Distribution and excretion of DL-2-(4-(2-thienylcarbonyl) phenyl) propionic acid (supro fen) were evaluated in male and female rats following intravenous (i.v.) injection, of labeled suprofen. The radiometric findings following i.v, administration of 2 mg/kg of 3H-suprofen to male and female rats showed similar patterns of blood level and excretion of the radioactivity. Elimination, of 3H-suprofen from the blood was rapid; most of the radioactivity Was excreted in the urine and, a portion, in the feces within 24h after injection. After rats with biliary . fistulas were givenn an i .v. dose of 2mg/kg of 3H-suprofen, approximately half of the dose was excreted in the bile during 48h. The only tissues with concentrations higher than that in they plasma were those involved in metabolism and excretion (liver end kidney); other tissue, levels were all very low and there was no evidence,of accumulation of drug-related pnateral in any tissue,
Tissue distribution
The tissue distribution was assessed in male rats given an i.v, dose of 2 mg/kg of 3H-suprofen.
Groups of four rats were killed at 0.25, 1, and 24 h after injection. Total radioactivity levels in the plasma and selected tissues are shown in Table 1 . Tissue 3H levels, except for the small intestine, were the highest at the earliest sampling time; the small intestine contained the highest level at 1 h after injection. Among all the tissues examined, the 3H levels exceeded that in plasma only in the kidney and liver; the tissue/plasma radioactivity ratio ranged from 2.7 to 3.2 for the kidney and from 1.1 to 1.5 for the liver. All other tissues contained less radioactivity, with the brain containing the least at 15 min. On the basis of the tissue composition of the rate', the total radioactivity in the whole blood at 15 min accounted for 21.6% of the dose. Accordingly, almost 50% of the dosed amount of 3H was recovered in the kidney, liver and blood at the time of maximal tissue levels. However, most of the 3H has disappeared from all the tissues except the liver 24 h after injection, as in the case of plasma; 3.6% of the dose was still detected in the liver. Blood cells after separation of the plasma were washed with saline 2 times, and their radioactivity was measured. Tritium levels in blood cells 15 min and 24 h after injection were 0.59•}0.03 and 0.01•}0.00 ƒÊg equivalents/ml, respectively; no significant distribution in the blood cells was observed.
3.3 Urinary, fecal, and biliary excretions Figure 2 shows excretion of 3H in the urine and feces of male and female rats given 3H-suprofen. Most of the 3H was eliminated via. the urine. Approximately half of the dose was excreted in the urine within 6 h after injection in both sexes of rats; about 30% of 3H was excreted in the feces within 24 h. About 95% or more of the administered 3H was excreted in urine and feces within 72 h after injection.
However, small amount of 3H (less than 1 % of the dose/day) was still being excreted after 7 days.
Groups of three rats with biliary fistulas were intravenously administered 3H-suprofen; bile was collected at various intervals up to 48 h, and 3H content was measured. Figure 3 shows the biliary excretions of 3H after i.v. ad ministration of 2 mg/kg of 3H-suprofen to male and female rats. The peak of the excretion rate appeared at 30 min in both sexes of rats, and the cumulative recoveries reached approximately half of the dose within 48 h after injection.
Discussion
The radiometric findings following i.v. ad ministration of 2 mg/kg of 3H-suprofen in male and female rats showed similar patterns of blood level and excretion of the radioactivity. 3H rapidly disappeared from the blood of rats of both sexes. The T1/2's in /3 phase of blood levels ( Fig. 1) are consistent with those ob served in rats after oral administration4). Blood concentrations of 3H were higher in female rats than in males after i.v. administration of 3H-suprofen. This is similar to that found after oral administration4). Therefore, the AUC values of total radioactivity after i.v. and oral adminis tration of 2 mg/kg of 3H-suprofen are compared; 3H was completely absorbed in female rats while 72% of the administered 3H was absorbed in males. About 60% of administered 3H was excreted in the urine, and about 35% was excreted in the feces within 72 h in both sexes of rats (Fig. 2) . This is essentially consistent with our findings with oral administration5). Intravenous drug was excreted by the fecal route. It was therefore considered that the drug might enter the intestine by way of the bile. Following an i.v. dose of 2 mg/kg of 3H-suprofen, more than half of the dose was excreted in the bile within 48 h (Fig. 3) . This result also indicates that since about 34% of the dose was excreted in the feces during 48 h, there was significant enterohepatic circulation of the drug and/or its metabolites.
In addition, the persistence of a certain level of 3H in the liver 24 h after dosing ( 
